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During the postpartum period, the brain's inhibitory GABA A receptors may not recover in time following their reduced numbers during pregnancy. This is likely the cause of postpartum depression prevalent in ~12% of childbearing women. A new therapy for this condition consists of administering a synthetic neurosteroid during the postpartum period to alleviate the mood disorder. NAME Zulresso (Brexanolone, allopregnanolone, or 3a,5a-tetrahydroprogesterone)
APPROVED FOR

Postpartum depression
TYPE
Synthetic allopregnanolone, administered IV over ~60 hours MOLECULAR TARGETS δ-and γ-subunit-containing GABA A receptors
CELLULAR TARGETS
Neuronal circuits throughout the brain
EFFECTS ON TARGETS
Ovarian hormone levels (progesterone and estrogen) increase over 100-fold during pregnancy. Consequently, the neurosteroid allopregnanolone, is also elevated in the brain. Neurosteroids potently enhance inhibitory GABA A receptors. Therefore, expression of GABA A receptors in the brain is reduced during pregnancy to prevent sedation. Upon parturition, hormones rapidly return to pre-pregnancy levels, but GABA A receptors may take time to recover. A long-lasting mismatch between neurosteroid levels and the number of GABA A receptors may underlie postpartum depression. Hence, administration of a neurosteroid during the postpartum period should alleviate the depression.
DEVELOPED BY
Sage Therapeutics
References for further reading are available with this article online: www.cell.com/cell/abstract/S0092-8674 (18) 
BC
Hippocrates: Postpartum "fever," which produces "agitation, delirium and attacks of mania."~1
AD
The Book of Margery Kempe: first autobiographical description of postpartum psychosis.
1956
Progesterone treatment for postpartum psychosis.
2017-2018
Successful completion of two multicenter, double-blind, randomized, placebo-controlled, phase 3 trials using IV injection Brexanolone in post-partum depression.
2018
FDA approval of Brexanolone for the treatment of post-partum depression.
2008
Demonstration of δ subunit-containing GABAA receptor hypofunction in aberrant postpartum behavior in mice, and its amelioration with PAM.
12th century AD
Trota of Salerno in De curis mulierum:
"if the womb is too moist, the brain is filled with water, and the moisture running over to the eyes, compels them to involuntarily shed tears." 
